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CENTRAL FAX CSNTER 

JUL 17 2006 



Amendments to the Specification 



On page 1 of the specification, please replace the paragraph that begins on line 3 and end 
line 5 with the paragraph provided on the attached replacement sheet. The paragraph has 
amended on line 5 of the originally filed specification after "23, 1999** to insert: 



«p , issued as U.S. Patent 6,627,61 6, which is a continuation-in-part of Application No. 
09/391,260, filed Sep. 7, 1999, abandoned, which is a divisional of Application No. 08/9175,573, 
filed Nov. 21, 1997, issued as U.S. Patent 6,265,387, which is a continuation of Application No. 
08/571,536, filed Dec- 13, 1995, abandoned 



p.S 



son 
been 



An accompanying Petition under 37 CFR 1 .78 is filed together with this letter. 
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5. 
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10. 
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14. 
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16. 



Listing op Claims Readable on El ected Species 

(currently amended) A process for delivering a protein o f peptide naked polvnucledtides to 
a skeletal muscle tissue of a patient for improving blood flow in tho tissue comprisi|ig: a) 



injecting the naked polynucleotides e ncoding tho peptid e or prot e in into a blood ves sel 
lumen, in vivo , wherein the naked polynucleotides encode a vascular endothelial growth 



factor: b) increasing extravascular volume in the skeletal muscle tissue; and, c) delivering 
the naked polynucleotides to extravascular skeletal muscle cells via the increased volume, 
wherein the vascular en dothelial growth factor is expressed flom the polynucleotides i* 

resulting in improving blood flow in the tissue , 
(original) The process of claim 1 wherein improving blood flow consists of stimulating 
new blood vessel formation, 
(currently amended) The process of claim [[4]] 1 wherein the vascular endothelial irowth 
factor is selected from the list consisting of: VEGF, VEGF II, VEGF-B, VEGF-C, yEGF- 
D, VEGF-E, VEGF 121, VEGF, 3fl> VEGF KJ , VEGF, VEGFi 8 9 and VEGF 20 «. 
(original) The process of claim 1 wherein the blood vessel consists of a limb artery, 
(original) The process of claim 1 wherein the limb artery, consists of the femoral artery, 
(original) The process of claim 1 wherein permeability of the vessel is increased by 
inserting papaverine into the vessel prior to or together with the polynucleotides, 
(currently amended) The process of claim 1 ? wherein d e liv e ry of the polynucl e otid e 



expression pf the vascular endothelial growth jagtgg stimulates angiogencsis in the jnuscle 
tissue. 

(original) The process of claim 1 wherein improving blood flow consists of improving 
collateral blood flow. 

(original) The process of claim 13 wherein improving collateral blood flow consist^ of 
stimulating collateral blood vessel formation. 

(currently amended) The process of claim 1 wherein the skeletal muscle tissue is affected 
by a vascular occ lusion. 

(currently amended) The process of claim 1 wherein the skeletal muscle tissue is ncjrt 
affected by a vascular occlusion. 
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1 7. (currently amended) The process of claim 1 wherein the skeletal muscle tissue is su Bering 
from ischemia 

18- (currently amended) The process of claim 1 wherein the skeletal muscle tissue is net 
suffering from ischemia. 

23. (currently amended) The process of claim [[22]] 1 wherein the skeletal muscle tissi e is 
limb skeletal muscle tissue. 

24. (original) The process of claim 23 wherein the limb skeletal muscle tissue is human limb 
skeletal muscle tissue. 

25. (original) The process of claim 1 wherein the patient has peripheral vascular diseasi 5. 

26. (original) The process of claim 1 wherein the patient has peripheral arterial occlusive 
disease. 

27. (original) The process of claim 1 wherein the patient has peripheral-deficient vascular 
disease. 

29. (original) The process of claim 26 wherein the patient suffers from claudication or 
intermittent claudication, 

30. (original) The process of claim 26 wherein delivery of the polynucleotide results in 
decreased pain associated with a peripheral circulatory disorder. 

3 1 . (currently amended) The process of claim 1 wherein die p e ptid e or prot e in vasculaa ; 
endothelial growth factor is secreted from the muscle cell. 

32. (currently amended) The process of claim 1 wherein the p e ptid e or prot e in vasculai ; 
endothelial growth factor stimulates vascular cell growth. 

33. (currently amended) The process of claim 1 wherein 
expression of the vascular endothelial growth factor stimulates vascular cell migration. 

34. (currently amended) The process of claim 1 wherein delivery of tho polynucleotid e 



expression of the vascular endothelial growth factor stimulates vascular cell prolifi ration. 
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Complete Li sting or the Claims 
In the claims, please cancel claims 35-38 and amend claims 1,5, 12, 15-18, 23, and 31-3^ as 
follows: 

I , (currently amended) A process for delivering o pgotoin or peptide naked polvnucleQ ads& to 



a skeletal muscle tissue of a patient for improving blood flow in the tioou e comprise lg: a) 
injecting naked polynucleotides eneoding the p e ptid e or prot e in into a blood vessel 
lumen, in v/ w n wherein the naked polynucleotides encode avascular endothelial growth 



factor: b) increasing extravascular volume in the skeletal muscle tissue; and, c) delivering 
the naked polynucleotides to extravascular skeletal muscle cells via the increased volume, 
wherein the vascular endothelial growth factor is expressed from the polynucleotides** 
a xprosflod resulting in i m proving blood flow in the tissue . 

2. (original) The process of claim 1 wherein improving blood flow consists of stimulating 
new blood vessel formation. 

3. (canceled) 

4. (canceled) 

5. (currently amended) The process of claim [[4]] i wherein the vascular endothelial irowth 
factor is selected from the list consisting of: VEGF, VEOF II, VEGF-B, VEGF-C, yBGF- 
D, VEGF-E, VEGFnw VEGF l38 , VEGF145, VEGF16J, VEGF1B9 and VEGF^, 

6. (withdrawn) The process of claim 3 wherein the angiogenic factor consists of fibroblast 
growth factor. 

7. (withdrawn) The process of claim 6 wherein the fibroblast growth factor is selectee from 
the list consisting of: FGF-1, FGF- lb, FGF-lc, FGF-2, FGF-2b, FGF-2c p FGF-3, FpF-3b, 
FGF-3c, FGF-4, FGF-5, FGF-7, FGF-9, acidic FGF and basic FGF. 

8. (withdrawn) The process of claim t wherein the blood vessel consists of a coronary vessel. 

9. (original) The process of claim 1 wherein the blood vessel consists of a limb artery 

10. (original) The process of claim 1 wherein the limb artery consists of the femoral arery. 
J 1, (original) The process of claim 1 wherein permeability of the vessel is increased by 

inserting papaverine into the vessel prior to or together with the polynucleotides. 
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1 2. (currently amended) Hie process of claim 1 , wherein delivery of the polynucleotide 
CTfpraEinn of the vascular endothelial growth factor stimulates autogenesis in the ibuscle 
tissue. 

13. (original) The process of claim 1 wherein improving blood flow consists of improvi|ng 
collateral blood flow* 

14. (original) The process of claim 13 wherein improving collateral blood flow consists of 
stimulating collateral blood vessel formation. 

1 5. (currently amended) The process of claim 1 wherein the skeletal muscle tissue is \ 
by a vascular occlusion. 

16. (currently amended) The process of claim 1 wherein the skeletal muscle tissue is : 
affected by a vascular occlusion. 

17. (currently amended) The process of claim 1 wherein the skeletal muscle tissue is su|ffering 
from ischemia. 

18. (currently amended) The process of claim 1 wherein the skeletal muscle tissue is ncft 
suffering from ischemia* 

19. (withdrawn) The process of claim 1 wherein the muscle tissue is heart muscle tissufe. 

20. (withdrawn) The process of claim 1 9 wherein the heart muscle tissue is human heart 
muscle tissue. 

21 . (withdrawn) The process of claim 19 wherein delivery of the polynucleotide improjres 
abnormal cardiac function. 

22. (canceled) 

23. (currently amended) The process of claim [[22]] 1 wherein the skeletal muscle tissue is 
limb skeletal muscle tissue. 

24. (original) The process of claim 23 wherein the limb skeletal muscle tissue is human limb 
skeletal muscle tissue. 

25. (original) The process of claim 1 wherein the patient has peripheral vascular disease. 

26. (original) The process of claim 1 wherein the patient has peripheral arterial occlusijve 
disease. 

27. (original) The process of claim 1 wherein the patient has peripheral-deficient vascijlar 
disease. 
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28. (withdrawn) The process of claim 1 wherein the patient has myocardial ischemia. 

29. (original) The process of claim 26 wherein the patient suffers from claudication or 
intermittent claudication. 

30. (original) The process of claim 26 wherein delivery of the polynucleotide results in 
decreased pain associated with a peripheral circulatory disorder. 

3 1 . (currently amended) The process of claim 1 wherein the p e ptid e or prot e in vascular 
endothelial growth factor is secreted from the muscle cell. 

32. (currently amended) The process of claim 1 wherein the p eptide or protein vascular 
endothelial prowth factor stimulates vascular cell growth. 

33. (currently amended) The process of claim 1 wherein dolivory of the polynucl e otid e 



expression of the vascular e ndothelial growth factor stimulates vascular cell migrat on, 
34. (currently amended) The process of claim 1 wherein deliv e ry of - tho polynucleotide) 



expression of the vascular endothelial growth factor stimulates vascular cell proliferation. 
35-38. (canceled) 
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